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A pharmaceutical completion of omeprazole for oral BdminSste&lton is deacribsd which cormists eeeentiaDy of. (b) 8 tabletted core 
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eccepJahle eOcaOne agent and b binder, and {p\ e emgte teyer of coaling on aak> core %ttch torn pr'aes a layer of an entetife boaiB^ 
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ABS*i*KACr 

A pb3riroacR«Lii.'al conaposic Aon ot otrfeprafcol* Tor oxial 
b" adrain.icti7-rti.icnt lg described which rronRijtl.M essentially 
o€: 

(rt) a tablet.t.od erOxe COUiponcnC conhniniiKJ a 
t>mra£muLiealJy eftccfcive. amount oF omeprazole*, a 
Hux-Cacc active n<2finL, a filler, a plmnaaeeuticaliy 
ID acceptable aj.)ca)ine a^cnt and a binder; mid 

(b) a single layur of. coating on raid <.*ux-o which 
co^upr 1 hhh a layer of an ft'nfcerit: cxviLiiiCf a^cnt. 
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O^EPRAZCiLE FORHinJiTION 

BACKGROUND OF THE IHVEHTIOy i 

The present invention relates to a stable 
5 formulation of oraopraaole . It is well known chut 
c*mepra*ole ir pensi r.i ve. ho anjrfic cnnnM ti on* and after 
. contact with cm acid, omeprazole will degrade and will 
not function in its intended mannRr, TiiH.aal.ly, 
alkaline materials were added to a core of omeprazole 

10 and latex an enteric coating was applied Over the oorfc 
to prevent the Omeprazole from contacting the acidic pJI 
conditions o± the stomach, Tb*» approach la 
satisfactory it* tb« prcxlucL ia administered within a 
short*. Liifso after it ic roanutactured but i £ tha pnxJuet 

15. is stored under ambient conditions, the acidic reoidue 
ot the enteric coating appear© to degrade the 
omeprazole before it is admin intend to a patient. To 
solve ".hid problem, the prior art has u&fed a separate 
layer of a coating agent to coat a pullet core which 

20 contains omepr a zo'le and an alkaline material which ic 
thereafter coated with the enteric coating. This 
technique cTeHeribed in U.S. 4,765,505. 

This dual layer coating technique* re<pj£res the 
application of two separate functional coating 
opera Lions which Snoteaaea the length ot* the 
manufacturing process and the coHt. .of l.ixa product. The 
app] icHiitttV have surprisingly discovered a coating 
RyaLcirt which avoid* the neod to use a coating layer to 
separate the omeprazole core from the enteHc coating 

30 layer in an omeprazole droage Form. The acparal.c 
coating system in baned on Lhe combined use of an 
enters c coating agent wbich in applied l.o coxea o£ 
omeprazole x& a suspension in an suitable aolvent. 



1 



http://patentsl .ic.gc.ca/cache/gil70225 1 430dis,afp. 1 .sO.25.rO.gif 



12/2/2005 



Page 1 of 1 



C2k 022 5 L 430 2003-12-01 



The preyent invention provides a novel dors.iqfc fom ol 
omeprazole which consists essentially of: 
5 <a) a compressed tablet coze wade from # granulation 
comprising a therapeutically effort, ive amount of 
omeprazole, a ;5Uxfa<:e active agent/ a filler, n 
pharinaceuCicaJly acceptable alkaline agent and «i hinder; 
and 

10 (h) a single layer of coating on said coma which comprises 
a layer of an enteric <;u<iUn<j agent. 

Accordingly, it is a priinary object of this invention 
to pxwidc a pharmaceutical dosage formul h i. ion oV 
omeprazole which is stable upon prolon^nd itl.oraqe, is 

*t> ;> table when adroi hi stored to a patient and J« capable of 
providing the desired therapeutic effect. 

It is a)so an object of this invert Lion to provide a 
pharrad^eutical dosage form of omeprazole whifrh i& 
biocquivalent to dosage forms of omeprazole which have an 

20 . intermediate layer or an inert coating material. 

rt is aIro an obi en t of this invention V.o provide a 
stable dosaqc? fr»in of omeprazole which may l*» produced 
without the need to pmvUJtt an inl.HrniKdial.e coating Jayet: 
that separates the o»epra^.ole cnnl-aininy core from the 

2:5 enteric coati»u Irfyer. 

In a broad aspect, then, the present invention relates 
to a stable pharmaceutical dosage formulation lor oral 
administration consisting essentially of: (a) a tribletr.eii 
core consisting essentially of S l.o 10 w«1ghl percent based 

30 on the total weight of the core of omeprazole, 0 r 1 lo 5 
weight percent based on the total weight of the core of a 
surface active agent, 26 to 50 weight percent based on the . 
total weight of the cor* of a filler, 0,1 lo 30 weight 
percent based on the CoU>l weight of the core oi a binder 

35 and 20 to 60 treiqht percent based on the totol weight of 
the core of a pharmaceutical ly acceptable alkaline agent, 
wherein the alkalinfi agent is aelftcted from the group 
consisting ot lysine and argLnine; and (b) a coating layer 

40 2 
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surrounding tic coro that consists of. an enteric " coating 
aqent, iO to 50 weight percent based on the total weight of 
the coaLinq layer of an inert processing and 0 to 40 
weight percent based on the total weight of the coating 
5 layer of a plasticizor wherein the coating layer is applied 
directly to the omeprazole containing core without a 
sej>a rating layer between the omepra?.ple containing. core ana 
coating* lover-. 

In another, broad aspect/ then, the present invention 

10 relates to a method for preparing a stable oral 
pharmaceutical dosage formulation which consists 
essentially ot: (a) foaaing a tablet coro consisting 
essentially oi to 70 weight percent based on the total 
weight of the core of omeprazole, 0.1 to 10 weight, percent 

15 ho^ed on the total weight of the core ot a binder, 2!> to 50. 
weight percent based on the total weiqht of r.he core of a 
filler, 0.1 to t> weight percent based on the total weight 
percent of the core of a surface active agent and 2D-M) 
weight percent baried on the tota? weight of the <u>re of an 

20 alkaline agent wherein the alkaline acjeut is selected from 
the group consisting of lysino and arginine; arid (b) 
applying a coating layer to the tablet core that K»rrouriih> 
the. tablet core and consists of an enteric coating agent, 
ID to 50 weight percenL ba$CMJ on the total weight of the 

25 coating layer of an inert processing aid and 0 to 40 weight, 
percent bawed on the total weight of the coating layer ot 
h plasticizer wherein, the coating layer tu »pp> lerj directly 
lo the omeprazole containing tablet core wrUhoirt » . 
separating layer between the omeprazole containing tablel 

30 core and coating Jayer. 

The objects and essence of the invention will become 
apparent from a review of the appended specification* 

DETAILED DESCRIPTION OF. THE INVENTION 

35 

The omeprazole formulation of the invention is" 
preferably based on a comprenr,ed tablet core formed trom a 
granulation which comprises omeprazole, a nucface active 
agent/ a filler, an alkaline material and a binder. 
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The txhcpxaxolc way <x>«i>rice Irora i> to 7 Owl;* and 
. prelKrubly JO. LO 30wt* of. the granulation. 

The HUxface aotive a».jcnt nwiy be . any 
phafittccutically acceptable, non-toxic aurtaet.aiit . 
5 Suitable Huiface active agents includo sodium lauryi 
RiilfaLCr polyw>rbate20, polysnrbule 40 r polyiA>rbat.e 60 r 
polyeorbuUe 00 and Che like. 

The Rurfacc active agent may be preoent ah a level 
Of from o.i to 5vh* and prnrurably o.2i> to 2.0wt£ baned 

.10 on the toLol neigh I. ot the t*r atiulaticm. 

The alkaline material is celocCcd Jtrtum ~UiO -grcsup 
coii^istintj o£ Che eodium, potarffciuw, ealelura, iriaijcLCGixUn 
and aluminum Halts of plK**phbrJ.<: ac?i<3; c'ariiuivlc ^nftl, 
citric acid arid alvmi in«rt/)jiagn«H Luirt cocwixnjnda ciich na 

IS MjO,- 6KgO^ L'0±" »*2H,O f < WCf* A 1 a f OH 1 . <5 C 0 4 H^O } / 

MyO* &AiPy ?.SiO,* nlTjO whore n in a whole integer <>£ 2 or 
more. In addition Lite alkaline material may be H elected 
Trom .lyalnc or aryiniue nr from the. tjroup con»i rating of 
antacid materials such a K aluminum hydro* *d««, calcium 

20 hydroxide*, magnesium hydroxides and rnnquo&iura oxide. 
The alkaline agnnt may be present at a level of 10 to 
flOwL* ban«d on the Lot a J wiioht ot ch& granulation, 
depend tni'i on the relative strength of the alXaJ.iiie 
material. Tf Die preferred arginine ic employed, a Level 

25 of rrow 20 l:o 60wt* and preferably 30 t.<i S5wt* baHfnl on 
the vreighL of the gramilati cwri may be employed. 

The bindnr inay be any pharmaceutical ly acceptable, 
non-toxic pharmaceutical ly aeceptabln blinder, T)>e binder 
i» preferably a water coluHla polymer of the s«- wl P 

30 nctfiftiotipg of polyvinyl alcohol, polyvinylpyrrolidone, 
methy J cellulose, hydroxypropyl cellulose, hydroxymethyt 
cellulose snd Uic like. A water soluble binder in 
pTAiTerrert which is applied from an nqnnous medium HUdh 
as water aU a J.ev«l of trotn o.l to i f)v/LV and preferably 

35 from 0,2'i to 7.5tftV of binder bwNed on tihe I.OtaL might 
of the granulation. 
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. . A tiller is used aa a yraitululrioh substrate . Sugarx 
euch aa .lactone, dextrose, cucrc^c f raaUx^., or 
microoTrystaJ Jinn cellulose and the like may be. uj^ed as 
fillers in Che granulation ooropoolci^n. The filler may 
5 comprise from 25 to ^DvtV and preferably 20 to 40wtfe 
baeed on the total wniyht of the y ranulation. 

A tablet diBiatecjranL may bo added which i*>tnpri bhh 
corn starchy potato etarch, nroccarmeloce sodiura, 
crodpoviOojio and sodium starch glyeolatc in uu effective 

10 araount. An ell feci ivo amount which may bo from 3 to 7wL** 
haxed mi Lhe Lot ol " weight of the granulation. 

The enteric coating agent Piay comprise an acid 
resisting material which rf?Riet» aoJri up to a pH nf. 
above, about 5,0 or higher which is selected from the 

lb group consisting c>£ cullulouQ aceLate phthalate, 
hydroxypropylmcthyl ceJ J ulose phtha I ate, pol yvi nyl 
acetate phl.halate, irarboayioothylothylc^lluJoKH, KudraqU* 
I. (poly (mcthacryiic acid, aeLhylmethacrylati^) , i:1 
ratio? MW Jtfo. Av. 135,000 - USP Type A> or KiirtraVir" S 

20 (pol y(mcthacrylic acid, methyliuethacrylatc, 1:2 ratio 
(No. Av. 13li r 000 - USP T^pe B) and fixtures thereof. 
vor example Eudragit* 4 L100-55 is a 100* polymer solids 
product while the Eudragit** WO-.VS product is a 3Qfcw/w/ 
aqueou» diuparalon of the polymer. The enteric coating 

25 agent may also include an inert pj;o<:i?H»ing aid in mi 
amount from io to tiowtV and preferably 20 to 4.0wt% baeed 
on the total wcigfht of the acid resisting component and 
the inerr processing aid. Hie Sn«rl: prox?«»Biiuj »JdH 
include fin«ly divided fontis of talc, silicon dioxide* 

.10 uwyj^iuiu st carat e etc. Typical solvents which may be - 
used to apply the acid re» fating cw»i>onent- inert 
proce«»ijKj aid mixture include isopropyl alcohol, 
ac«u>j>a, methylene chloride and the like. Generally the 
acid resistant component - int*rt proouttttisvj aid raixtuxt* 

35 will be applied from a S to SOurt* o£ acid msi sting 
component -inert processing aid mixture based oh the 
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loU) weight of the solvent and the acid resistant 
opponent- inert processing aid. 

The unteric coating o*ay optionally cbinpriee a 
plasticizei. Suitable plaHtiei'fcerH include acetyl 
5 triethyL citrate, dibutyl phthalate, tributyl citrate, 
triethyl citrate, acetyl tributyl citrate, propylene 
glycol, triacetin, polyethylene glycol and diethyl 
phthalate- The aoount of pLaeticizer can vary, buL will 
typically be present in the amount of 0 to 40% w/w based 

10 upon the weight acid res jawing component of the coating, 
and wore preferably about: 10-20% w/w baaed upon the 
weight of the add resisting component. 

The granulation lb formed by contacting the 
alkaline agent, the otaepraisol e, the surface active age:nl: 

15 and the binder with a medium wbtch may comprise any Jow 
•vHscoHity solvent aueh as water, leopropyl alcohol, 
acetone, etbanol or the like, ton fluids such a 3 water- 
are employed, this wi.ll umially require a weight of 
fluid which ie about three Liraes the weight of the dry 

20 componHnts of the coating composition. 

After the granulation ie formed and dried, the 
granulation is tab letted and the tablets are directly 
coated with the enteric coating agent. A color imparting 
agent may hR added to the enteric coating agent mixture 
.25 of a rapidly d>HHOlving Geal coat contaAnihg color may 
be coated over the enteric coating agent layer provided 
that the Real coat is compatible with and does not 
affect the dissolution of the enteric coating layer. 
The rapidly dissolvinq Seal coat may comprise Opadry- 

30 pink which comprises approximately 91wt% hydroxypropyl. 
tttetby) cellulose (B-6) , color and 9wt% polyethylene 
glycol which in applied as a 8-is*w/w solution in 
purified waLer. in addition the color may he provided > ua 
w C!\romateric u which ia available from Crompton & 

35 Knowles. This product* contain© water, Laic, TiO,, 
tviethyl citrate, propylene glycol, nynthetic rod iron 
oxide, pol.a«aiutn Borbate, xanthan gum, b odium citrutc 
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and synthetic yellow iron oxide. If desired, 
conventional sugar based #cal coutu iauy \>a ur.&d which 
cootajj) FDA CcrLificd u*you, . 

5 DESCRIPTION OF THE PREFERRED EMBOD I HENT3 

EXAMPLE 1 

Granulation. 

A granulation containing ora^praT'.ole is f.onneci in 
fluid IhwI CQMtHX uying a Lop Hprwy g rwnul 9 ti«n foynnng 

10 miBp'ene-ion containing micron i.y>»d omopraxo!*, 5>t;w/w. of: 
the total amount of I* •arglnluO, polyvinyl pyrrol i douo , 
sodium lauryl sulfate and f/ur>fi«rt water vhioh in 
Mpxayetl auto a mixture of mic roc ryctal line cellulose; 
9b%w/w of the total amount oF, T,- arginiue ami Korfi.mn 

15 starch glycol a i-.r. Thu lonnalaeion Tor making the 
granulation has the fo5 lowing composition: 



povidone, USP (Plaadnne?* K30) 100. Og 

aodi.ura aLarch glycolate 3 00.0g 

20 aodium lauryl sulfate, HF/nftP 6-0cj 
jni<:rooryf>ta I line cellulose (Ayics! 1 " PHI 1)1 ) 06S*6«j 

T,-ar<jJrtinc, UBF/l'CC lOPO.Og 

omeprazole, CISP (tiicropimftl) 1 340 .^Oji 

purified water, V&v llOO.Og 



25 1 95* of tb© particles rurtHbSh a particle ei*e of let* than 15 fiiicrw\e 
Table tting. 

Ttio <jranulation is tabletted into tablet© 
containing 200*9 o£— oraepruKOlc by first uiixiixj U>o 
30 onwprastolu granules with glyceryl raonostcaratc 2 
oroopra20le gr^nul^a - 118-Og 
glyceryl monoaL^aratc (FASTKAK~ 600P) 6.0tf 

Tablettiog too 1b: 0.2812" 
35 target vroiyht : 124Wg/tab 
target hardnese i 7Kp 
LOO of granule* : l*ss than 3* 

6 
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Enteric coating. 

An enteric coaling waa applied i.o prepare enteric 
coated t ab J et s as to L lows : 

<MTi«pr»7o1e taUTfettf 

{prepared above) i24.og 

hycUoxypropyl me.thylcellulose 

phtb 3 l 3 te 55 H.7g 



hale 4.2g 

acetyl tributyl citrate 2.$g 

1 5 acfthorie 1 4 8 . Og 

ieopropyl alcohol 14 8-0q 

The Molid c.HWil.Jrig watax ials were dissolved in the 
20 «f>«l.one and isopropyl alcohol and this eolufcion 

coated onto the omeprazole tablets »»ing a pp.rforafcttd 
pail. 

S6al ccatt 

25 A Hnal cout was applied to the enteric coated 

tablul.a an follows : 

12nt«ric coated tablet I46.0g 
Opadry« Tt pin* 4.Sg 
3D Water 4 50. Oct 

The eeal coat van applied outu Lhe cuLiixlc couLcd 
omeprazole tablet 8 using a perforated pari <*>aU«r. 

35 

granulation. 

A granulation containing omeprazole ie formed jji 
fluid bed coater using a top wpray granulation forming 
4 0 auBpttriHiori containing mieronized omeprazole, b.OOVw/w of 
the total amount of U urrjinlue, polyvinyl pyrxolidone, 
polycorbate &0 and pux i find watc*r which i b Bprayed onto 



http://patentsUc.gcxa^ 



12/2/2005 



Page 1 of 1 



C& 02251130 2003-12-01 



a mixture of niicrocryctallinc cclluioa*: nitd .OS.Otw/w of 
the Lota I <nnoiiiit. of T.-nry inine, T*ie toniulation for 
irak>ng Die grwriulal. !<>ri Iihh l.lu: £<>11owJjkj <:Ompo«t t*J on : 

wiy/Lublet 

t. povidone, UUP <Piasdoao w 5.88 
polysOrbate *0 (Tw^en* ftfl) 0-58 
L-arginine r USE7FCC 60.0 
oroeprazole, USP {n>ioroiiiv,ed)* 20.0 
roicxocrystalline <:*1 lulose (Avicel™ PHI 02) 2**54 
10 purified water, lisi 1 n/a 

a the parfcinlcv? rxhibU <t paitlcle size of loss than )•> »icri>oii 

Table tting # 

Tftft granulation io tab)eU.«d iril.o I. able Co 
*5 utinLainjLug ... 20 tog of omeprazole by fii«fc mixing the 
omeprazole granuJee wLLh crospovidone XL r then . wihh 
glyceryl raoooeteaTyka: 

oin«prai5olu granules 112.0uiy 
glyi:er*L jnorumfceerate (fcA^TM/W* 600P) C.Whg 
20 croapovidonb XL i6.2np:j 

TabltsLliiig tools: 0.2812 11 

Largat weight ; 3 35iny/Lab 

target hardness ; 7Xp 

25 ljQO .of granule* ; lea** thaxi 3% 

Enteric coating. 

Art p.nLerio ooating wao applied to prepare eiihftr'ic 
coatecUtaHYefca a** followers 



3o 



35 



omepra role Uf ibl a Us 

Jpreparod above) I35.0irig 



tfudragit- L30I>-!>»> 14 . &mg 

color ( Chroma ter 1 c) 7.0wg 

1M w^ou (pH adjuster to pJi 5. 0)qe na 

4 0 Purified water iju 



8 
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The .«*>! id coal.iiKj materials wore dispersed in cbo 
*raLt:r and thic roixr.ure wan <rc>aled onto I Ik: OiKrpi azoic 
tablets u*>ng a perforated pan. . 

5 EXAKPI^ 3 

Granulation. 

A granulation tXHitaining oqrepra ?o\e -i» Foimod in 
fJuid bed ri>al.ter uulng a top spray graitulaLlon forming 
Kuapuxi&ioii containing n> i cronizod omeprazole, 5.0Vw/vr o€ 

10 the totat atoounl: o£ L-arginide, polyvinyl pyrrolidine, 
sodium laui.yl sulfate and purified water which 3b 
sprayed onto a orixfcurc of reicrocvy«t*.al lini? cellulose and 
9f>-0*w/w ot the toLal amount of: I. arglninc. The 
fotohilation tor m&Xiag the granulation ha« Lho following 

l v> cortpooit ion v 

rag/tablet 

povidone, usf (Plcsdom^ K30) 5.0 
sodium lauryl sulfate 0 . 3 

Li; arginine , . Wp/fcc £0 . D 

20 omeprazole f usp (*rn croni zud) * 1 1> . D 

microcrysta I line eel In I one (Avici?!™ PHI 02 1 24.7 
pxrf iCicd water, ttSP n/a 
* 95% of the pa»t iuJeif exhibit a port.W>iu ul*e ot* l«eo than i'» »i^Vi*** 

25 Table tting* 

The granulation i» irablctted into tubleus 
containing lflmg of omeprazole! by ffarnt mixing the 
omeprazole gr* miles with coclJurt wV.areh o,lycolatye and 
theii with glyeoryl monoetearate: 

30 oraeprar,ole granules lOO.Orog 
glyceryl monostcarate '(KJUMMiiH" 1 60UP) S.Owg 
sodium wiarch glycol ate 5,0riig 

Tablet ting tool*: 0.2812« 

35. t.aryct weight, ; 110nig/Lab 

tai"get har.rirniA*u i 7Kp 

LOD of gr.^riuleR r loea I hurt 3fc 
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Sntexic cocking. 

The tablet© were coated v/ith the wan** enteric 
coating i.hai «i>M Hi^plied to the tabXete in isxarople a. 

Granulation . 

A granulation containing omeprazole is formed in 
Onid bed coatex* using a top spray granulation foiiolng 
SUHpu/mJ oxi cronta ini ny raicronizHd cawpraznl e, 5,0$vx/vx pf 

10 lite dotal amount of L asinine, polyvinyl pyri/olj clout*, 
wxllura lauiyl <*ulfaL.<* ttnd puri£ic<l va1:«r which >b 
sprayed onto a Mixture of wi cvocryetaU ine cellulose, 
crocpovidone XL and 95,0£w/w oE I'.N* hotel amount of L- 
arginine. 'rbe formulation for making the granulation ban 

IS the t ol lo«H ng isompOail. ion i 





mg/tablet 


povidone, USP fPlasdone- K30) 


i>.UU 


polysorbate 60 


0.60 


L-arginino, USP/PCC 


60.0 


cjiRHpra^olo , USP (wicroniaed)* 


20,0 


orospovidone XL 


s.aa 


microcry ata Dine <:«J IuIosd 


2!>.i>4 


purified water, USP 


n/a 


4 vu* of Um par Licle* exhibit «c particle aiz& of leee Chan 15 onerous 



251 

Tablabtlng, 

The granulation \h hablottttd into tabl.utB 
containing 20mg of omeprazole by first mixing the 
.omeprazole granuJoa with glyceryl monostearate i 
JO omeprazole granules 117. &mg 

glyceryl acinost carat* (I^TMAN™ S00P) 

Tablet ting tools? 0,2612 n 
taigot weight : I24rag/tab 
3S target hardneec ? 7Kp 

IiOD of granuleB : Uian 3% 



10 
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Enteric coating . 

The tablets were coated with the soree enteric 
coul.ing that waa applied to the tablets 1ji Example J . 

>7XAKPJ43 S 

The graaulatioh of Example 1 was prepared and 
tablet ted into tablets contain iivj 20,0rng of ot<Hipra*olu. 
TbeHQ tablets were coated ac tollovB: 

Kuteric coating-. 

Au enter I© costing v*ae applied to prepare enteric 
coal.ed htiblutu a« follow* 

15 omeprazole tablet Q 

(prepared above ) 1 * OOng 

EudragH.~ L3(u>5*> 17.00rag 

20 IK NaOH {pH adjuster to pH 5.0)qs na 

acetyl tributyJ citrate i.70rag 

talc 3.0Orag 

25 

poiywrbate BO 1 .50<iki 

Purified water qe na 

30 The coating polymer was diluted v*ith water «tid tlx? 

other routing materials were added. TbJe mixture was 
coated onto the omeprastolo tablets usii*j a perforated 
pan. A seal coat was . applied using the. procedure o£ 
Example 1. 

35 While certain preferred and alternative embodiments 

of the invention have been set forth for purposes of 
disclosing the lpv«nLion, modifications to Che disclosed 
ewboditftejii h may occur to those who are skilled in the 
art, Accordingly, the appended claims are intended to 

40 cover all embodiments ot the invention and modif Scat 5 oris 
thereot Which do not depart from the jcpirit and scope of 
the. invention. 
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THE EMBGDMEKTS OF THE INVBKTtOH E* ttHtCH AN EXCUJSJVE 
PROPERTY OR PRIVIIJBGE IS GIAIHED ARB DEFINED AS TOLLOWS: 

1 j, A stable pharmaceutical do*;<c,e formulation for oral 
5 administration consisting essential J.y of: 

(a) a tabletted core consist* *c* essentially of 5 to 70 
weight percent based on the total weight of the core of 
omeprazole, 0.1 to 5 w«Lghl*. pei-ce^l based on the total wight 
of Che- core of a surface active agent, 25 to 50 wight percent 

10 based on the total weight, of the nore ot a Ciller, 0.1 to 10 
weight percent based, on the toUO weight of the core , of 
binder and 20 to' 60 weight percent based on the total weight 
of the" core of d pharhtaceutically acceptable alkaline agent , 
wherein the alfcaJJne agent* Ls* selected from the group 

ID consisting of lysine and arginitle; and 

(h) a coating layer tfuirovnding the core that consists of 
ah chtoric coating agent, 10 t.o 50 weight percent based on -the 
total veight Of the coating layer of an -inert proceed ng aid 
and O to 40 weight percent based on the total weight of the 

?.\) coating layer ot a plytfUloLzer wherein the <:oating layer i« 
applied directly to the omeprazole containing core ■•w<t5H>tit a 
separating layer between the omeprazole containing core find 
coat trig \aye r » 

25 2. A pharmaceutical composition oi osoepcav-ole a** detitied 

in frloim 1, wherein the alkaline agent is ^rginino. 

. 3, A pharmaceutical conpo«J Don of omeprazole 05 defined 
in claim 1, where i.h the enteric coating agent is selected I'xcoa 
£0 the gxoup consisting of cellu.loee ac«l:«l:« pbtholate r 
hydroxypropyliftcthyi cell close pntnalatc, polyvinyl, .acetate 
phthalate* ca rboxyiaethylethylceliulose, and co-pol yweci 
methacxyl.ic ucid/raotbacrylic acid itietbyl esters « 

35 4. A pli/itxaaceutical corapoa i t Loj> oC ontRprcazale defined 

2h claim 1 whecein the surface active agent is & *uxL'luth lamyl 
3i j I fate. 

12 
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5- A method for preparing a stable oral pharmaceutical 
dosage forinn3atLon which consists essentially of: 

(n\ forming a tablet core consisting es xontxaX ) y of 5 to 
h 70 weight percent based on the total height of the core of 
oioeprazole, 0.1 to 10 might perc«nt ha*ed on the total weight 
of the cars of a binder, 25 to !>0 weight percent based on the 
total weight of the core of a f tiler, 0,1 to 5 wejghl percent 
based on the total weight percent of the core of a surface 
10 active agent and ?.Q~W) weight percent bused on the total 
weight of the core of an alkaline agent wherein Uie alhaline 
agent Is selected from the group consisting of lysine and 
arginine; and. 

(b) applying a coating layer to the tablet corf? thai. 

15 $ur rounds the tablet core and consists of an enteric coating 
agent, 10 to 50 weight percent based on the total weight ot 
the coating layer of an inert processing aid and 0 to 40 
weight percent based on the total weight of the coating layer 
of a plastici*er wherein the coating layer 1a applied directly 

5^0 Lo the omeprazole containing tablet core without a separating, 
layer between the djueprrtiole containing tablet core ;iritj 
coating layer, 

6. The dosage formulation ars defined in cJajw 1 wherein 
25 tfte core consists essentially of 10 to 30 weight percent based 

upon the tutu! weight Of Che core of oawpracole; 0.20 to 2.0 
weight percent based upon the total weight of the core of the 
surface active agent; 0,25 to 7,5 bet<jtiL percent based upon 
the total weight, of the cox e of the binder; 20 to 40 weight 

0 percent based upon the total weight of the core ot the filler 
and 30-55 weight- percent baaed upon the total weight of the 
core of the alkaline agent. 

7, The dosage formulation ao defined in claim 1 where>n 

1 the coating layer consists of 2p to 10 weight percent based 
upon the total weight of the coating layer of the inert 
processing aid and 10 to 20 weight percent based Upon the 
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total weight of the coating layer of the plasticizer. 

. 6, The feethod as defined in claim 5 wherein the coco 
tron&ists essentially of 1<) to 30 weight i>erccnt based upon the 
5 total weight of the «vre of omeprazole; 0,2O to 2.0 weight 
percent based upon the lo\.ai weight oJ the core, of the surface 
active agent; 0.20 to 7*5 weight percent ba&«d upon U>h l^>tai 
weight of the coce of the biridec; 2<> to 40 weight percent 
based upon th« total height of the rrore of rhe filler and 30-. 
10 5S weight percent based upon the total weight of the core of 
the alkaline -agent. 

\. 9- The method as defined in claiw 5 wherein the coatJjJtj 
layer consists of 20 to 40 weight percent based upon i.he UUal 
ib weight of toe coat 1 r>g layer of the .inert processing aid and 10 
to 20 weight percent based upon the total weight oi the 
coaCintf layer of the plasticizer. 
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